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£J (57) Abstract: o-Anisamidc derivatives which serve as peroxisome proliferator-activated receptor (PPAR) agonists, in particular 
human PPAR agonists, and are efficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 
O diabetes, etc.), acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
Q era! formula (1), pharmaceutically acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymcthyl, 
V CH 2 CHXCOY (wherein X represents mercapto or S(0) a Me wherein n is 0, 1 or 2; and Y represents amino or hydroxy). 
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«rtM{*Tf*5^;i>**W-Ait«ll«ttfcSSfc (PPAR) & 

-«s ( i ) 




Rli*;i/tf **>a* *;u^*2/^f-;wai> ch,chxcoy(c: 

3fXtt^ hSXIi S(0)nMe (n=0,l Xfcfc 2)*, Ytt7;yi 

t5, 
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*m m m 

& (ppar) ^ftb h ppar ttWiMt Lxzti^om^t z^m&m^ 
k ^ $ # ^ % <d it m m r c ti o m m ft m m n \z z n © ^ £ t> 

s<)i***>^-Ammm%iV}nt$:®i* (ppar) itx^u^ Kgg 

toti. Acad. Sci. , 1992, 89, 4653) 0 3 0D|*J PPARa g 
Eltbbti ( Endocrinology, 1995, 137, 354) \ fliJKKWf^iW^iffl 
^^>^^M^>U^^>^^U^--tf)StJ f 3U^7 1 o-;i/^ct3|i 

jtfr©tt§iHigsa!i--&7'tf u <ak aii, cud 

e^h turn lz ppAR7iiflifl»«Bia{ciSi^3stT 

^zmffifflMOftiblzm-S IT V> § («/. Jjpicf. J?es., 1996, 37, 
907) H PPAR ©#7M V 7 T - A lift £ ©Ifcfg^Mia £ £ T ft g 
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X&*) (J. Biol. Chea., 1998, 273, 29577) , PPAR a <D « & ft 

ifi PPARyf&»K ??My <Dmw%;&fczm*$ ■£ Z Z titmBRl, 
X#*) (Endocrinology. ,1996, 137, 4189, ft?;;. , 1995,83,803 £tf 
813) PPAfir 0»ttfcfcJflL»<STf£ffl£:®g5aff &< ^mtfiir^ 

^©J^&PPARfc^siESH^oilfgfcSiIl-Sfct h PPAR* 

PPARa© #> K LTPPARa(C^t-S^lntt*^t-5ft^^^ 

(8-HETE) &tf 8-t KD*S/x-f3^^>^x>R (8-HEPE) #$8 
££tiT<^5 (Proc. ^ati. i4carf. 5c/., 1997,94,312) » 

t & 1- 5 c 2: « m m x $> h 1 1 *> (c * % m it & ® t & m m * n iz t 

W0-97/25042 ^SlXI W0-97/36579 ^3?#$8£ 2 tiX W 5 tf, ®h$> 

ttsiz. ^ws^m^m^^bx 
sijso^ < &zxi±t*^oP?kiy ftm<tm * tit zibet® t lt«u 
%mm 6o-5ii89#, 6i-26758o fs^n? i-i3ii69-t^ 

7^ 'J ^>-2,4-^;fr>e$##*ne>tiT^£o LiPb, H 
ti * *&0JHb£-^ i: ii&jg * g (c -T 5 * cd "C -5 0 
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Hifli Be £tt#}S* S £ * (c Z ti 

* BJ! © &n * 

t h ppar (Dmmftm^mmfflMvfHtifmt % 

©S5^*f^«l«*^f S3t«J©|iJ»£gtt£ U-C$81tift2S£Sfcfc 

TiB-aa^ ( 1 ) ti?nso-7-77; k tifc 
b h ??kwmftm** Lttm&m&temmt \sxmm-z&z>ztn 

H tii L > £ 32 £ ^ f£ bfeo 
W5**8!«\ ( 1 ) 




<0 



[5**, R\±* CH 2 CHXC0Y ( Z Z 

T?Xtt*;i/*:7 FSXIi S(0)nMe (n=0,l Xtt 2)$, Ytt7* y£ 

£^ #*l!l§ i£ (1) © * R # CH 2 CHXC0Y -C & S it 
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W*>. (1-a) -caSflSfc^tot^ lilC^bfelitg 

*;u**«>;i/S©$*£ji&£fT-5»£fc:ii, Jt>fb^?-b>, >? u 

« s; * p ^ * i, )\, jj ;u # >f * M-[3-(y^f;i,7U)7Dt 

;i/ ]-3-x ^ ;u ii ;i/ # i>* ? y lil, 'J > K x ^ ;u x >>* 7 x 

> 3 feiiS. *JDJWi: UTtt, K-tHD^j/ 

^ > >n 'J 7 J- 1 D + >> ^ ^ > ^ (t ^ 3,4-i? t K D 

-3-h Y 0^r>>-4-3j- + V -1,2,3 — ^ > h 'J7y>?isjfey^j 0 

^tf*-*>, N,N-i^^f j^;i/A75 K*CD5FStt*Mt*s Jg££ 

* U * A*©™* Xtteus;^ (.ijxfjl/75 

X* )\s&<D t Ltlt KfctofcK ttjifcft. Kit* 

-20 e C-100»C, U<(i0-C-gST-HJS^i > c:i:AST-t5o 
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50°C~&8SilaftMg> SM&h LTii. r ;i/ - ;u - * 16 

-$5t(l-d)©*X 2 *M f;^tSt$> -Mb^Stf (l-e)T-it 
£ftMb£^l*v-IISS(l-a)T-3l£tlS4b£t;©*R 1 h o* 

7'JM>>3 XMeerwein Arylation)£JS £ *t 35 £ NaSMe £f£ 
U 1/ -f -> a XMeerwein Arylation)£JiS Mtz UT m £ titzT I 
7t p< f-;ux^;i/>r h >^cd^ h >Ms * & £ ft £ © ig 

ZZt^&m? ztifitn %>o Mlc/^;u^;frfbli, NaSMe 

^ M~isafc-fsc: tcj: units; h#-t*§-5 0 xxxf^ 

fr-c*S(l-e)tt, *Kfti ijf ^A, TkSHb^ h D $ A N TkiMb* 'J 
* Affogftxiittft. 5fc&$0K©#£T, gS~flD&M<Di& 
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i s t-t5« X-«ft^(l-d)©*X 2 ifiT-b?)\,?*mcD®G7 K J ft 
(1-c) ;W;iwW> t 'J U j i/ a XMeerwein Arylation)£jfo £ 
ft-ofz&k. V 0 d D git-fa 3 J: 

-$5S(l-f) ®^X 3 tf^/M;i/7^-;K ^ ;i/ * ^ ;u 
T- £ 5 ®£R ( l-g)T- a £ ti 5 4b£^ ti ti ? tiffi ^ f 5 -fl&a 
(l-d)©ff X 2 AM f;^tSStf(l-e)t-|^5 £i&K<btl£ffl 

* □ □ $£H#H(mCPBA)^#&tf £*i5 0 S/fott, 0]* 
liifirtM^bX *dd*;ua % tfKx^^rfj, *#T~£S(C 
ct t) ^JSfS C h#T* £ 5, X, *;i/*>#(n=2)li, iflfijoiaK<b 

mzm^m&ftz z t^? % zw,z)i7 4 =. ;u#(n=i)£ff tz&, 

1 5 C i: I: J; >) *g 1 f £ * >m*(l-g)£« < z. t&x-g S 0 |SI 
(l-djc^X^T^^s^&sfb^fc^iHb 'J?"7 A> 

;u*7 , r-fctc*<c:*:;&*'t!Ss 0 

fl&mi^- t 7 (Davis)i£H ( J.Aa.Chea. Soc, 1 992, 114, 1428) , 

iz&ixbnzzt&i'g -So 
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* H * H -f 5 fc to © ft ft © ^ ffi 
$ ft 5 CD f fct & i> 0 
(1*15601 1 ) 

4-^ h **>-3-[N-(4- h l> 7;i/^fD^ f;K>i;;i/)A;i/;^>f ;i/] 
£JftM 




5-*;W ^ JI-2-* b 1.00g> Mfct? l> > 50ml ©!g 

£l$l:\ h y x^-^T" ^ > l.OOiK 7 n d$38x^;u 0.60ml £50 
^ iSf 1 5#f!8fl!#L&& N 4-h V 7 )l* a * > V)lT 

5 > 1.17g Otgfb^I/ > 10ml ^^SriD^.Sd^iaT- 3BSfW#m 

>K > : R|xf^= 1:1) ;n-r ;u- 

>©Sl!r&&T-3£IlL&£*gfl2: UT 1.46g 
© 5-*;u ^ ;i/-2-^ h *->-N-(4- h 'J 7;i/^- o ^ i?;u)^> 

(SSL'S 116~117°C 
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7C*#*ftt (%) C 17 H 14 F 3 N03 

it^lS (%) c, 60.54; H, 4.18; N, 4.15 

nmm (%) c, 60.8O; h, 4.09; n, 4.28 

**T^5-*;i/ ^ ;p-2-^ h * v-N-(4- h 7 jviru * ^;t"^>S/ 
^)^>X7U' 500mg C7t h> 20ml, J? a - > X( Jones)IS H 
0.5ml *Jn*. 2 5#|ffli£# N St:^ 3->X(Jones)KH 0.2ml £ 
SOX 3 5 fl-P^if # bfeo SJtSftlCTk 100ml fcftl*.ififl:* ^ b > (/> 
h > Ha lit) 100mlx2 ttib Lfeo *{|J| £gS*Q &j®7k 50ml 

m; ufc, $£K&ttjEB£ N 

* * y-;i, = 100: 1, &!g C * * J -;i/Jg« ) -CJftHfft* ^*1t> 

-T-fe h >1!«ISflL,BW»fcaS|gai: UT 270mgf#fc e 

Hl^ 235. 5-236. 5 e C> S*#;frfte m/z 353 (M + ) 

^^^•*fffl (%) C I7 H M F 3 N0 4 

IfJftt (%) C, 57.79; H, 3.99; N, 3.96 

^$Hfi (%) C, 57.99; H, 3.95; N, 4.01 

(mmm 2 ) 

4-* h +->-3-[N-(4- h 'J7Wn^f;H>->'^)]ij;i/^^i/7i 




5->7; * *;i/-2-.* mrS/S6fjaSK 2.55g cy^f^* 
;u A T ^ K 50mK 4- F 'J 7 )l* n tj-jl^y i/)lT * > 2.57g, ^> 
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T J 'J >K5/x?-;u 2.66g, h'Jxf^7;> 2.00ml =&Snx*^T 

^x-x^fjgffifl:, »&U&fi*gIli: LX 4.44g CD 5->>7^ 
^;i/-2-^ h *v-N-(4- h U 7 )l*u A fiK>yj|/H>X7 5 K 

124~125°C 

Ttmamm (%) c 18 h 15 f 3 n 2 o 2 

tt^flt (%) C, 62.07; H, 4.34; N, 8.04 
(%) C, 62.03; H, 4.27; N, 7.99 
y * m-Z-A h **>-N-(4- h l J7;^D^jH>i'^) 
^>XTK K 484mg £x*y-;u 10iK30XiiRft*IR* 0.6mk0. 1 
mol/1 TkWtiti- h U £ A 5ml £flO;U 5 0 "Ct: 1 M if # & N 
30%jfl&{b3kf87k 0.6mk 0.1 mol/1 7KKib± h U £ A 5ml fcfln*. 5 
O'Ct: 3 0 #W&# Lfeo fi«*S*i:ftjf, » K x ;i/ 1? }ft ffi N 

^7 7^-(J/'J j]>f)U,M{t* 9- * S -;i/ = 100: 1 ~50:1) 

x-rnm L.m&m§t,t its-Aj^t-f^Mf^-z-^ h **>-n-(4- 

h U 7;i/2|-p ^ f ;^>i;;i/H>X7 5. h* 318mg fcftfco 

Mj& 192~193°C 

7t,mfttirfe (%) C 18 H 17 F 3 N 2 03 

ffJUS (%) C, 59.02; H, 4.68; N, 7.65 

ftfflfif (%) C, 58.87; H, 4.56; N, 7.63 

5-£;i//^-r ;m ^;u-2-^ h **>-n-(4- h u 7;i>;t d ^ f-;u^> 

^;H^>X7 * K 700mg y -;u 21mK 1 mol/1 *.Wtih± h 'J 
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v Lfcmm 7mi fcyfjo* 1 8 mmmmmmbtzo s , 

#»xf-;u-Cifci* , 5tC*JB£ 2 mol/1 Jt&T: pH 1-2 tCiaS! Ufc 

ji/tiiBLfc. %mm*7k, mm&M7kT-M&m& u 

g^^yxf ji.x-?;K-«I, Hill & itfc Lfco ft & ft fc US II * 

mitt* U bs m&f&fkt LtiWi 435mg £ftfc„ 

Hk£ 167~168°C 

7G*#*rfl[ (%) C lg H 16 F 3 N0 4 

tf-JItt (%) C, 58.86; H, 4.39; N, 3.81 

HiSiJffi (%) C, 58.72; H, 4.34; N, 3.86 

7 ;i/ ;* D A =f- )V ^ > V )V )i > X T X h* 




2-* h * S/-5-- h o£H§& 17. 2g Ottfc* U > 35ml !8?§& 
£;**1f' J n 'J K 35ml SV^'^f ;i/$;i/A7^ K l»Sin*^ 
Sit 1 Wflffl«#l/fco Sft&*jEE9£U 
T ^ h* 150ml> h'JifJl/7^> 15mK 4- h iJ7;i/tD^f;K> 
^^7 S > 16. 9g £Jn;U MUX' 2mMMftbtzo Kfc«**lca 
^ B»xf-;i/Tf«ittJ Ufc 150mlx3 o WSSUSfc*. gaifl&il* T* II 

&ftfc»S*^*tf> : S£&x^;u = 3 : 1 "CmBtlbto. £H£St 
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ELfco & lift USB*: Lt 2-* h *>>-5-- h D-N-(4-h 'J 

P^;K>y;i/)^>X7; K 26.6g *»fc 0 

ItjA 108~109°C 

7C3R^«ffi[ (%) C 16 H 13 F 3 N 2 0 4 

WrW-m (%) C, 54.24; H, 3.70; N, 7.91 

£81 fig (%) C, 54.27; H, 3.73; N, 7.98 

7 )]/3>&m%T.Z-* h*»>-5-= r- □-N-(4-h |J7WD^ 
jKy^il'hVXZ ^ H 26. 6g ICffizf;!/ 270mU 10X^5 s; t? 

2±mm 2.6g *jn*.fcSL tk^^^b^ u 7jc^^^#amT^s(c 

"C 8B3H«J*Lfco Ha**?* h*«U »8xf;^g<ij|5( 

5-t^ y-z-y. b**>-N-(4-h U 7/l/^D^f;K>i;jl/)^>X7 

^ K 24. 5g *»fc 0 

Ifcjft 115~117°C 

TtmftVt®. (%) C 16 H 1S F 3 N 2 0 2 

tt-Utt (%) C, 59.26; H, 4.66; N, 8.64 

$38 ft (%) C, 58.96; H, 4.57; N, 8.68 

5-7 S y -2-^ h *i/-N-(4- h 'J 7 ;U;fr D * ^ > )V )^ > X 
7 ^ K 2.26g C7t h V 27ml £tf * y 11ml &&{C*ftT> 
47JfJHb**R»« 5.6mK ffi^K^ h U * A 540mg> * 2ml Sap* 

1 0#M*#l,fc. SJt&«(I7^ U;i>7 ^ K 3.00g fcflD* 3 0*Cf; 
taoftoUfc^ KftfgzigO 135mg £'J> Lfoiin*., Ml3 3 0°C-f2 
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(4-h'j7;^D^f;K>^;i/K>X7? K 1 . 55g £ m tz o 

192~193°C 
Kmftffi®. (%) C 19 H 18 BrF 3 N 2 0 3 
tfgfil (%) C, 49.69; H, 3.95; N, 6.10 
mmm (%) C, 49.65; H, 3.82; N, 6.11 

* P ^fJK>i?;i/)^>X7; K l.OOg y - )V 60mh NaSMe 

200mg fcjQx. 3 B#fS/jn&i§M, -^Ilfe, *§&£«E®£U 

^;u= i :6) -cmmL, m&is&tLxgttyi mmgzmtzo 

m& 152. 5-153. 5°C 

Ttmfttifm (%) c 2 oH 21 f 3 n 2 03S 

ftWm (%) C, 56.33; H, 4.96; N, 6.57 
mmm (%) C, 56.42; H, 4.97; N, 6.55 

(mmm4 ) 




5-[2-#;i/M^E-f ;i/-2-(^ ^;i/-^#)x^;i/]-2-* h **>-N-(4- h 
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'J 7 ;u * □ ;u ^ > v )V ) ^ > X Y I K 6 39mg lc JI fb ^ f- b > 70mU 
mCPBA 368mg £ *^Ti!jn * 3 B#fig}f # L £ o £J« £fig*nSW7k, 

tt<b**l/> : **y-;U = 50: 1-20:1) -e»«U M£&H 
It § fttl 486mg £f# 7c 0 
m& 170~171°C 
Ttm ftfirm (%) C 20 H 21 F 3 N 2 0 4 S 
frWm (%) C, 54.29; H, 4.78; N, 6.33 

mmm (%) c, 54.ii; h, 4.72; n, 6.40 
(mmm 5 > 

5-[2-*;u/i* -r ;u-2-M ^;u^;u^-;i/)x^;u]-2-^ h *$/-N-(4- 




5-[2-#;i/M^>f ;u-2-M ^;u^;i/7 <t - ;i/)x?-;u]-2-* h 
-N-(4- h U 7;U^O ^ fiK7i;jl/H>X7 * h* 274mg(cJa^b^ ^ 
b> lOOmK mCPBA155mg Sin* 3B#M«#Lfc 0 EJfo&lZlSIDM 

U> : * * 7-;u = 50:1-20:1) -C*tSIU i: L T § tift 

201mg fcftfc. 
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m& 219~220 C C 

nmftffim (%) c 20 h 21 f 3 n 2 o s s 

(%) C, 52.40; H, 4.62; N, 6.11 
$kmm (%) C, 52.24; H, 4.52; N, 6.09 

immm e ) 

5-(2-*;U/^-T )\<-2-* ;u* 7 hx^;i/)-2-* h **>-N-(4-h U 7 




*D^fiH>y;H^>X7; K l.OOg C7;i/J >#a£tT>-r h 
7hFD77> 80mK 'J * h 368mg San* 6 ftW^Sia 

U ^ £ftfc8££^*1J->-P&x^;u-t:jgilfl;, *SH£atlfcU 
&*S&*gJI2: Ut5-(2-7tf;i/ft-2-*;WU'f^xf;i/)-2^ 
h *^-N-(4- h U 7jl/tD^fjK>^;iK>X75 K 904mg£ft 

159~161°C 
Ttmfttf®. (%) C 21 H 21 F 3 N 2 0 4 S 
IHUi (%) C, 55.50; H, 4.66; N, 6.16 

mmm (%) c, 55.32; h, 4.58; n, 6. is 

5-(2-T-tr^-;u^^--2-*;i/^* ; E'f ;i/x^;u)-2-^< h *^>-N-(4- h 
V 7WD^f;i/^>y^h>X7^ K 300mg H T ;m" >^i^T, 
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&my>*--?** 30mi san*. 3 m ffl m b it o mm t 

&iktVX 195mg ©il$tl£f#£o 
Bfc£ 159~161°C 
tg5R#W«[ (%) C 19 H 19 F 3 N 2 0 3 S 
lUfffi (%) C, 55.33; H, 4.64; N, 6.79 
(%) C, 55.08; H, 4.63; N, 6.82 

(mmm i ) 

3-[4-p< h *^-3-[N-(4- h U 7;i/tD^;K>i?;i/)]A;i/Mt^ 
^7i-;H-2- (^f^f*) 7ntt>i 




7 X K 17. 3g ®7t h> 170ml IkU * * J -)l 85ml 

ST, 47X*^b**K»* 43iK MffiB ± h 'J 9 A 4. 15g 

17ml fcSO/L 1 0#M*f#Lfco SJfo&tCT* 26ml £ 

flO* 3 0°C|- T-iJD&Ufc^ Kfc3?-iu.04g u ir^an^ s 

(c 4o~5o°cr- 1 mmm&mn itzo mmzmEgZL, mzizzw 

;u ;* d y ^ > v ;i/ ) ] ts *e 4 ;i/ y x ^ ;i/ ] 7* o £ * > & ^ )i 
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x*^;u 10. 3g %mtzo 

lio^iirc 
Ttmamm (%) c 20 h 19 f 3 no 4 

ftlttt (%) C, 50.65; H, 4.04; N, 2.95 

nmm (%) c, 50.74; h, 3.86; n, 3.05 

2-^D^E-3-[4-^ h^^- 3 -[N-(4-h 'j7WD^M>yiK] 

A;w^^i/7xz;H7Dtt>8^;i/x7f;b 2.00g(c»7k 
^y-A' IOO1K NaSMe 380mg 6 ^MiDHaigM Lfco 

ssio^^^r-^^ Us «ft7jcsftK^- h u t? a -ess** bt Zo mmzms. 

^**> : »|xf^al:i) X-mmVs m&temtLX 3-[4-* h 
**>-3-[N-(4- h U 7;i/* P ^ f;K>yjl/)]i;^tt j ;u 7 x - 

MjA 127~128°C 
7C^7>«fffi (%) C 2 ,H2 2 F 3 N0 4 S 
ff*tt (%) C, 57.13; H, 5.02; N, 3.17 
(%) C, 57.01; H, 4.91; N, 3.19 
3-[4-p< h ^>>-3-[N-(4- h \) ? )],* u V 
< j|/7i-;H-2-(^;^t)rDtt>i^ J n 7fjl/ 3o 0lD g 
\Z* * 7mK TkWHb 33mg CDTkjgfc 3ml fcflo* l m 

»stc*$io*., ^x^^x-x^-e^^tfeo 2 moi/i m 

MX- pHl~2 (craS, ^xf^i-fiKfflllliLfe, 
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Kj& 170~171°C 

Ttmfrffim (%) c 20 h 20 f 3 no 4 s 

ItJUtt (%) C, 56.20; H, 4.72; N, 3.28 
nmm (%) C, 56. 14; H, 4.56; N, 3.20 

(HMJ 8 ) 
3-[4-^ h *v-3-[N-(4-h D 7 )V*u 




3-[4-^ h *^-3-[N-(4- h U 7;i/^-o ^ ^;u^>>>";i/)]^;u/^ 
-< ;i/7irjH-2-(^f^ft)7D e*>K l.OOgfCT-t? h > 20iK 
^>:x;I/7p * K eOOrngStfj^K* 'J ^ A 490mg £2jD;i 1 B#rain& 

^> ^ * > : yifjU-r^=5 : 1) U 
j;if;H-r;i/7?<g®ftl,fe^ »3U ft&*£H tbX 3-[4- 
^ h **>-3-[N-(4- h l J7;i/tD^f;K>y;i/)]ij^/^^^7i 
-;u]-2- (^f 7-p t*>|^>i;jnxr^ i.i3g £f# 

1»£ 77~79°C 

7G*#flftt (%) C 27 H 26 F 3 N0 4 S 
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(%) C, 62.66; H, 5.06; N, 2.71 
mmm (%) C, 62.72; H, 5.06; N, 2.76 

3- [4-^ h **>-3-[N-(4- h U 7 )l* □ * 
f ^7i-jb]-2-{^^f^)7D K*>i^>y;n^r;i' l.OOg 
<D&fc* 3- Is > 20ml 8»l:*^T, mCPBA429mg £fl0;L 3 0 #Rfl}f 

^D?h^77^-(^ 'J *$*;KaHb.* > : ^< *y -;i/= 100:1) 
•£*ft/U *f&£?fi#$; i: LT 3-[4-^ h **>-3-[N-(4- h 'J 7 
D^M>«»)]iwt -r;u7 x-;u]-2- (^;U7WU7 ^ - 
^)7-D tt>i^>yjH^r^Oi/7Xf I/* T-rg^^915mg 

(#■"*•£: Inertsil 0DS-2, * 7Afig : 25°C\ #I&*g : 7*-fe h - 
b U;U >»(1-M000)=1:1, 7.5ml/miiu SU^^g : 240nm) 

S*7A^d?^77^-(>>'J* 7*;!/, Jtfc^ fl/>:^y- 
^ = 100:1) t-iSL, i: LTi*ffttfl-.©'s>$;;ux* 

t^H* 383mg S*J*®ffi<4«:0^>i;;Ua:7^;K*: 514mg %mtz 0 

M >J/;H7r^: 400MHz'H-NMR(CDCl 3 )<y :2.55(1 

H,s,SOMe), 3.32(2H,d,J=8Hz,CH i CHS),3.79(lH,t,J=8Hz,CH 2 CES),3.93 
(3H,s,OMe), 4.73(2H,d,J=6Hz,CH 2 N),5. 15(lH,d,J=12Hz,OCH 2 Ar),5.2 
2(lH,d,J=12Hz,OCH 2 Ar),6.87(lH,d,J=8.4Hz,ArH),7.26- 7.34(6H,m,Ar 

H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.12(lH,d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

Mftmmnmfttif C 27 H 27 F 3 N0 5 S(M+l):fh3|-ii6: 534. 1562, $J£fit:534. 
1592 
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<S«it4^©^>^;i/x^7 L ;K*::400MHz 1 H-NMR(CDCl3)(S :2.60(lH,s, 

SOMe),3.26(lH,dd,J=10.4,14Hz,CH 1 CHS),3.35(2H,dd,J=4.4,14Hz,CE,C 

HS),3.79(lH,dd ) J=4.4 ) 10.4Hz,CH 2 CHS),3.93(3H ) s,OMe),4.74(2H ) d,J=6 

Hz,CH,N),5.13(2H,s,OCH 2 Ar),6.86(lH,d,J=8.8Hz,ArH),7.22-7.32(6H, 

m ) ArH) > 7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.11(lH,d,J=3.2 
Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

MftmftKmftm C 27 H 27 F 3 N0 5 S(M+l):ff-|?fi6:534. 1562, M^W: 534. 
1562 

ft®. LZm^tltz 3-[4-* h **>-3-[N-(4- h 'J 7 )l * u / * 
>^;i/)]AA/H-f;i/7iz;i/]-2- (^;^^7^;b) 7n ^ 
* >m^<> i/)V^7, 7-)l (nM&fc(D^ > yJH * T^l/ffc) 370mg 
{ZT;i/Zf>^^^H^,Tx y - 20ml 7.5V*^ V ^ 
fH(ffiftflSi*3H£)100mg b 

t$)100mg On* 2 > 7.53^7 * A ^m(5ftftiMt£ )100mg £ 

&£a8iSLTl&£, M^IEllLfe, fS*>*l££S££*7 A* 
D7^77^-(>>'J ^^KJS-fb^ U > :^Kx^;u = 50:l ~ 
mih*?- \s > : * * ; -)l ; ff» = 50:l:l) Ufc&, i^xf 

-3-[N-(4- h'J7;^D /f^K^i?;!/)]*;^^^^?!-^]^- 
^i^^7^;b7D^>| (i^ffifttt) 176mg£f#fe 0 
HL6 135~137°C 

i!55£$#*DV h 4 -m&M.m : 99%de ($J££# ; iir? L 

Inertsil 0DS-3, <t> 4. 6x250mnu $J£&M 240nnK 1 .Oml/min,^ 
WIS 7- -b h x h >; ;u : ij >g2k(l-M000)=45:55, ± 7 A&jg 
30°C) 
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Ttmfttifm (%) c 20 h 20 f 3 no 5 s 

trlUfi (%) C, 54.17; H, 4.55; N, 3.16 
nW\m (%) C, 53.94; H, 4.51; N, 3.13 

400MHz 1 H-NMR(d 6 - DMS0)(5 : 2. 66( 1H, s, SOMe ), 3. 05(lH,dd, J=5. 5, 1 
4Hz,CH 2 _CHS),10(lH,dd,J=10,14Hz,CH 2 _CHS), 3.85-3.93(4H,m,CH 2 CH 
S,0Me), 4.57(2H, d,J=6Hz, CH 2 N),7. 10(lH,d, J=8. 5Hz, ArH) , 7. 37 
(lH,dd,J=2.4,8.5Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4 

Hz,ArH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.10(lH, 
br s.COOH) 

mmiZ Lt^Sl LXmt>tlfz3-[4-* h *S/-3-[N-(4- h'J? ;u;t 
0^;K>j;;i/)]A;i/At^|.7iz^]-2- f-;i/7WU7 j - 

#) 480mg *M7tm\zifc^> v z z tizx *)m&m§k t ur 

3-[4-^ h **>-3-[N-(4- h y 7;i/3|-p^ 5=-;i/^>^;u)]* ;i//^ ^ 
;u7x^;u]-2- >r 7D£;fr>& 

270mg £f#£ 0 
St ,6 127~128°C 

S#8?fgSS##f C 20 H 21 F 3 N0 5 S(M+l):irllfe:444.1093, 8J£ 
fll:444.1090 

400MHz 1 H-NMR(d B - DMS0)tf : 2.68(lH,s,S0Me),3.02(lH,dd, J=10, 13. 
8Hz,CH2_CHS),(lH, dd, J=4, 13.8Hz,C&CHS),3.86-3.91(4H,m,CH 2 CHS, 
OMe), 4.57(2H, d, J=6Hz,CH 2 N),7. ll(lH,d, J=8.8Hz,ArH),7.38(lH, 
dd,J=2.4,8.8Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4Hz,A 
rH),7.70(2H,d,J=8Hz, ArH), 8. 82(lH,t, J=6Hz,C0NH), 13. 22( lH.br 
s.COOH) 

ilfi£$#* ^77^ : 98Xde ; * 7 A 

Inertsil ODS-3, </> 4. 6x250mnu #J£&H 240nnu 1 .Oml/min,^ 
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* 

mm T-b h - h U ;i/ : U >&7k(l->1000)=45:55, * 7AigS 
30°C) 

(HM 9 ) 

3-[4-* h **>-3-[N-(4- h'j7;^D^jK>y;i.)]Ajl,A'€^ 

;u7x-;i/]-2- ( * =.)],) 7Dt:^>| 

0 0 




3-[4-y h *S/-3-[N-(4- h l J7HD^M>j;iH]A;^t 
-Y ^7xr;H-2-(^H^)7D b^^>K^^;i/ai^^;i/ 1.50g 
©JSfb* b > 30ml ®WL\zfo$iT, mCPBA 800mg fcira*, 30 

i ~5o : i ) nmm, m&m$kt it s-u-t v **>-3-[n-(4- h u 

7-f=;i/)roK*>||^^;i.x^T-;n.22gft»fc.f»?)iifc 3-[4- 
^ h =^>-3-[N-(4- h 7jl/*D^jK>i;;i/)]3!jjW^^ ;U7 x 
-;H-2-(* f;M;i/7 7d ^ ;u x * ;i/ i.02g 

(Digfl;^ 9- V y 20ml?§^(Z^^T> mCPBA 550mg *UnA, ifif7 

'\*-*>-ltKx3 L ;i/-effJj£ i p H , Iglggiibt 3-[4-^h+iy-3- 
[N-(4- h 'J 7 )\/-* u * =f- V fr)}* )\/ 4 )]/7 x-;u]-2-( ^ 
t*o ^i/x*^ 750mg *f#fc 0 
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Hfcjft 144~145°C 

7cJJi##fffl (%) C 21 H 22 F 3 N0 6 S 

IMttf (%) C, 53.27; H, 4.68; N, 2.96 

mmm (%) c, 53.12; h, 4.48; n, 3.00 

3-[4-^ h *->-3-[N-(4- h 'J 7 )l*u * 
-f x -;u]-2- ru ^ ^;ux x r- 

)V 300mg * A # J -;u 6ml tig b , 1 mol/1 7k^b± MJ £ A* 

0.7ml ftfllA, 50°CT- 1 BSraMflU* Lfc, 
>;ifiH-r/^!Sillf:, *J!£ 2 mol/1 pH 1 ~ 

2 b, JSfb* u bfc„ W&jf £*, SS«iAig7kT*m 

tLX 218mg CD gtfj^fcftfco 

158~159°C 
Ttmftmfo (%) C 20 H 2 oF 3 N0 6 S 

tuna (%) c, 52.29; h, 4.39; n, 3.05 

HSdral (%) C, 52.11; H, 4.20; N, 3.05 

(u&m 1 ) 

Sift 

10%© JEM Ham's F-12 igft&lc X Jg« b fc CHO ijfflSStC , if 
©<g¥S? GAL4© DNA£££J3£hh M PPARa R V 7 © U # > K 

(JioeAemist/%1993,32,5598) £ ©»£* W< £ M 
It5§§*777^ K , GAL4 £ J; D fStt-fb $ tl h * * */ 7 x 
7--tfPtf-*-777x~ MPromega ft)RVft®&mtLX<Dt> 
li"f*Vfri/73L : 7--V7'7Z* K (Promega tt)^'J^7i^ h 
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7^ctn b ? > 7, 7 * ? 3 > Ltzo % © & v * * ;u x ;u * * 
^ K(DMS0)KJg* Lfc (DMSO ftftgft 0.1%) «lftfls£*i;Rtf**M3i 
Lfc^l&JSJfllJIIfe lOX^tf Ham's F-12 J&flfe-c- M9K L X L N 
2 4B#f§&lc;i/^7 x7--t?rS«^«iJ^ Ufc. IS***{c^Ufc. 



(IS) 



PPARa 



EG S0 (MjjjOl/1) 



3 2. 1 

7 1.2 

(8S)-HETE 1 . 3 



fife o 

±*£©*Slit;t>> o-7-;7; h*«§$#<i«ftfc 
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lib h wAJLttWjmt it, ppar tm*tzi*m&L&+mmmm<D 
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Ht5}<£D|iElSI 

1 • -«5S ( 1 ) 



0 




(1) 



Rli*;^>yi, CH 2 CHXC0Y ( c c 

T-Xli* r HSXtt S(0)nMe (n=0,l Xli 2)§, Yli7US 

xi* ) sit] t-^^ns o-t-^ t x vmmft&v 

2 . 4-* h *>>-3-[N-(4- h U □ ^ > 

3 . 4-^ h *v-3-[N-(4- h 'J 7 )\s*U ^^>J h)]* )\,rt=E 

5. 5-[H^At'f;h2-(^;i/^^7'f-Mxf;i/]-H h 
1 !3«0^^«5o 

6. 5-[2-*;i/n'^E -f ;i/-2-(p< ^;u^;i/*-;i/)x^;u]-2-^ 
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h'J7^n^fM>j;;bh>X7 5 KT*<5»#JE 1 IB « CD -fb 

8 . 3-[4-^ h **>-3-[N-(4- h V 7;i/^n^ T fr^y i? )\, 

9 . 3-[4-* h **>-3-[N-(4- h 'J 7;U* □ J. ? > y )\, )] * ;p 
^*-f ;U7 x-;i/]-2- (^f;i/7;i/7^;i/) 7oK^>itife5 

i K«©<b£». 

1 0. 3-[4-^ h *^>-3-[N-(4-h U 7;^D^f;K>i;^)]i, 

1 1 . ( 1 ) 




[5$*, Rtt*;u**S/S x #;u#**>^;i,g N CH 2 CHXC0Y ( d ir 
-C-X{i^;u*7-hSXii S(0)nMe (n=0,l Xtt 2)*, YIJ757S 
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